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^ (57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 
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oligo deoxynucleotide, GM-CSF, IL-4, LPS, CD40L, polyLC, TNF- Of and IFN- r ) and lectin-binding substances (for example, 
<S mannose carbohydrate, rucose carbohydrate and antilectin antibody); and a method of treating chronic hepatitis C by using such 

active ingredients). In the above medicinal composition and therapeutic method, it is possible to use IFN- a together with these 
£J active ingredients. 
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wmm 

5 m&&» 

*mm, &&cMft&*mm?%fr®<D%mtet>mzmmnm\zm?z>. 

cM^-fM (hcv) ji, 7^t*^^;P7,7 75U-^MT^-«y 

£jgz:-r. Hcv©j#«^<z)ftt)mM^#i!t«, mm^m^mm&^ 

15 Mfi!l^HCVMt§^^|, o £©§«)©£: se>tCl, S«E, M14HCV 

mmommwzmm&tLT i fn-« tunk*u>to»^t>«^ffl 

V>e>nTV>5 (#W1 1- 1 5 2 2 3 1) o £©$g&tel FN— a 

t itK uth c vmo v<&m Lit&, *#©¥#£U:tt 

20 HCViMO^^-XA©lO«, HCVj&^£©fcgj£#j&>&i(M'l*£ 
*&^TbTVi*^t*C»S (Proc. Natl. Acad. Sci. USA 92 (7) : 2755-9, 
1995; Science 258 (5079): 135-40) . Z.n£T?<DW2Zfrt>, «ttHCVj£ffeJ£ 

(J. Immunol., 169(6): 3447-3458, 2002: Clin. Exp. Immunol., 109(3): 
25 451-457, 1997) , HCV«ffi*©:£&T'&gjSg£«JLW£ £#A&n5. 
HCVii, 00*11 ftS***ll*^$'&^<'r<5z:tC«J;D (J. Immunol. 
162:5584-5591, 1999) , S&ttCD 4£<fctfCD 8 TmMfo£*mm?Z>Z. t 
\z£Q (J. Immunol. 169:3447-3458, 2002; Hepatology 33:267-276, 2001) , 
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2 

J5c^£iSoTV>& (Banchereau, et al, Nature 392 (6673) : 245-252, 1998; 
Blood, 90 (9) : 3245-3287, 1997) « ifa«t&ifflj&te, £tLTS. XD^ K^TO 

%®wnM (mdc) «, vi)vz\ztt?%-&&&tf-AT-mj&jfc ! &<Dmi5 

L-l 2£&&TNF-a ^j^fctSU, ^fclttfcT h 1 J&££ijfi»-f £. 75 X 

(u>^3**) mvmm (pdo ^;i/xfcg^T3<h*fi 

10 ©IIIFNMU ±ilTTh2Wb^it§. 

$nx*50 (J. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 

524, 2001) , z.0z\tfr*>, ffiftMMj)Wcv\z£vmm2nz>ft&mmmw 

15 fr<Dwmz&v), mnmz$tsfo®mm\zHcv¥j2±t)m&?%z\ttf7F:i£ 
nx^z>o Lftv, z\<D%mx\t, HcvwmmMz&Avx^zvfr, 

WzttMLX^%tc\iX&5<Dft*Wmz-?2>Z.t\tX%ti:\,\ HCVMffl 

mmmizw.mmm'rz z\tw, mmmoimm^ziz® zfrom^z ltv^ z. 
t^m^nx^rc^, z\n$LX(Dtz.z, ^-rnom^mm^^y h^Hc 

8M**HIfi«I FN a Tltt^tMI CA/Bffll, NK«^tt<b 
-r^^t^T#^>. MHC^7X I WjI Ail&.ttf Bit (MICA/B) N 

©IKh^X #J*.kfI FNr £ifcttJ«;i<hfc£D, iKS^-S^t 
iMf£MTo MICA/Btt, fiilWi^X IMHCt^D, 13<h/k<H 

(DiEigmmiz&^xmm-znm^, ^<(D±^mmmm, h*%uv 
<i \zm%£ Ltcnm, "x h i/T, *%mc"MM \z& ^xt v7v*=l v-y-z 
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3 

nW3. LtctfiT, MI CA/B«NK*«t^CttJ;!), 

CmmV-OVZ (HCV) «ftfc#r*fi#fc*t' v, CB:, IFNa»C 
5 J:ftMICA/B<0»**«*«r<^il^W*Ci«»««fanTVi* 0. 
Immunol. 170:1249-1256, 2003) . Ttett, «HCV«*a#fc*Vvttt. 

ttflFXttl : «B¥1 1-1 52 23 1 
#M#fff£$U : J- Immunol. 162:5584-5591, 1999 

2 : Gastroenterology 120:512-5-24, 2001 
: J. Immunol. 170:1249-1256, 2003 

15 

*5S«#6«. «ftHCV*»*#CD»Klillft*IL-157r«*«fc, M 
I CA/B©58£a*BiW£ft, NKM^fSM^n^Ct^ViffLfco *&, 

#$B9i#&tt, ^a-K^XzMSttPft& , M>i'* (vsv) «. *m©m 

UtUEt. $efcHMDC±©l/^^>^^^>^-^^^^ VSV ^ 
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?tS.t>%, *mW\t, IL-15, 

cmftmfe^%fr®omnnj$.w$:mmirz>o &£L<&, z-o^oumm 
-r-§.fc»e)©^ffi^^w$nsc 2?£L< «, i l - 1 5 *^-?z>*mw 

&i«fc:fe^TI FN-a t#fffl$n^ 0 0?£b<te, ^XO^F&^MBM 
15 M$BTO, CpGt'J^ft+y^^WH, GM-CSF, IL-4, 
LPS, CD 4 0 L, polyl : C, TNF — a I FN— r frBfcZ) 

*&, *Wm, IL-15, 5in-fHWii»llWl/^f 

il-15, sio^HiMMiaaiwi/^ 
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5 

H2te, IL-15^IFNa Ci^MI CA/B©%M*^*t. 

0 3te, I FN a Ztctel L- 1 5T~mmLtz®WMmz£Z>NKmM%& 

10 04te, I FNatfcttIL-1 5t»LfeiWHi^NK*fitt 
it**?* 

m 5 \Z, I L - 1 5 \Z ±*NK»BfiHt4bft»l^fc*«o»***T. 

H6«, I L - 1 5 TlSbfcWiiNKtt t ?: b 7 >X-)X«* 

15 El 7 14, InM I C A/Btt#fc«fc*NK«jSfiSttflSOlfl#*w"r. 
H8«, irCMI CA/BRfl:fcJ;*NK»llfiflltt'fbOia§*^t". 
B9«, I FNo T«ll/fclltWlfifc±* I L- 1 5©i4**t. 

20 Elite, I L-l 5tMbfciWiai> I FNa/j3 

B12tt, ftl FNa/jBRtWNc** I L-15»MICA/B©^ 

01 3tt, HCV«5feS#*«kWM#Oil4'lC*^S«t««BllS©»*w'r. 
HI 4tt, MDC^PDC(I->a-FHyvSV-ElE2$iilf: 

25 |£*£^-r. 

HI 5tt. Mo-DCfc5/a-H^yvSV-ElE2*»abfcJS**» 
"To 

H16tt, MDC, Mo-DCfc«ktfPDC£:fctt5HCV RNAOH tf— 
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m 1 8 «, ->^.- H*-f y V SVOMD C^©«&fcRt£f ^>^>©IM&£ 
0 2 Ott, He pG2JWafc^-BS/a-H^^ , VSV«lfete:Riafr^>^ 

**«lfc^*n*J:5lc, 0*«IBjefc*ViTtt, I FN 

15 a, I FN/3 *fcKUL-l 5fc£DMI CA/B®38S#»§*£n*#, H 
CVjR»!A#0«tJKailiak:*ViTtt, I L- 1 5fc«kDM I CA/B©W«i 
mzn&Ufi, I FN a FNi3 \Z&*3T\mmZtVt!iteZ.tifiM.K1£2 

*afc. HC V«M©W«& I L - 1 5T?JW*-T* NK» 

ott»§fitt^j;^i fnt set, nmw4\z&\,*Txk 

20 $tl<5J;-5t, ii^: F Wi^ I F N a T»t§ t I L - 1 5 ® 

t&ofc. cn6®IS**6, HCViMf^ecMtttt, IFNa© 
$|JKJ;D I L - 1 5ZM£.-r%MtJ-timm*&ttT^Z>tclsb, M I CA/B© 

25 ZttftDft-otc. ftteHCVtfJfeJ&ffcfcliTI FNa Jfc&fcJ: 

DHCV©«iffi*«B»T*ofcil*©l^"C»*i:#A5n*. 
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L-l 5©cDNA©iE^J«^££ftW3 (Science 264: 965-968, 1994) . 

t?a7^47- (NK) HA, ^J;tf'J>«ttft*7- (LAK) ttfi® 
5 i«?I43.ktf$Mfe**l*U CTL»tt*W»r*J:t*JT**T«B*IWtH^T? 
I L - 1 5 0mRNAtt#<©W^^T^$nTV^^ 
T^077-5?K:^ViT^<ffi^nWS. -f >h*^fc*ViT«, I L-l 5 

nTViS (J. Immunol., 169: 4928, 2002; J. Exp. Med.. 194: 1013. 2001; 
Nature Immunol.. 12: 1138, 2001) . 3 WJR«fiJ4*ftttJW«fc*«fl/ 
TIL-15$i4U t0Cifc<kOft*ft«l«illft56flW"* (J. Immunol., 
15 167: 1179, 2001; J. Immunol.. 169: 4279, 2002) . VfrlsllifiZ, ttttM 

35«NK»ue*iB*»i«rr*fi*ic»bT i l - 1 5jw&&a>©««;Rt£r*»5 

ft*£MICA/B*385!U ljtNKtt«t5:t, £«ktf;i©tfMB 
tt^fcMI CA/B-NKG2DffiSf^fflfctt#UTViSi:t35*^3nfc. I 
20 L - 1 5 ttNKlM&MftH?- 1 bt#»t5 £ &nw&*«. *^§0^fC^ 

l - 1 5 &m£?z®tt%mnM j $>mi&m%mL, mmm^ i l- i 5 

25 Kffifir* &SV>», IL-15B, M©iH5^BE?iJ (09*. tf, 

±j£bfc Science 264: 965-968, 1994 £B«©IBai) t&o'^T, 

T»&n*iL-i 5£, wttieiaftjwa-rsiBASfi^r-r-siRD. ^©T^y 
miH^j©-^ cwitf. i~3ofi, 1-20 m, l-iofi, i-hra m, 
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s./m&mifi-tt (fliAfcr, i~3oii, i~2oa i~ioft ihswb 

M, 5ffl) , l~2{@©75/l$eX) ttASntliTfeiK 5S&© 
H«ittS^5*0?fe^rbTViTt)«k^. IL-1 5ft3-H*r*EW. 
5 (09*Kf. l~3 0i, 1-2 Oil, l-10ft lHftfl («, 5 

ffl) . i~2fi©jgs) s5«^**fctt«ftsnTv»*B5!i**r*r*DNAsaa 

\zmXLT, IL-l 5MH£f^3ii-*H£j&««*. m^MS^^^ 

io m, tt^mmvmmkmmn, &&zm®, mm, &&mm, mMmnmmn 

£tf«©{&lfPK?iJ, m«TATA#y^X, tf>^BB^J, CAATMH 

3' #3- Hi**, x>A>i^^£"&A,WTfc«J:V». ypt-^-©^ 
15 tUTtt, g«£*j©£*T?fflV>S«£k:«:, blaynt-^, cat^n 

W^OTK^nt-^-, SV4 0DiyD^- *ttfftt*V*3te 
*EW:/P*-*-Hfc&«*lf&n*; ^^-©Mfcte, K££ti&W P B 
R322, pUC118, pUC119, AgtlO, A g t 11, pMAM — 
20 neo, pKRC, BPV, SV40, 2-5^n>^mftS. 

5/^;i/E5!l*ffl^TaSIASess^lfc5SSS'&SJ:5lc:, 

JiiSTs - t#Ttr*. -?■© «fc 5 »56ffl^^^-©«l»ttatta«^»K:*ViT 

ct<^e>nTv^ 0 

h7>^7i^'>a>, 3>>?a.y->'3>, ynh^xh^, xi/^hn 
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25 



9 

T#3 8 MB, iMX»*n-?b^7^- HPLC <t>»n7 

ismfc*v>-t*sn*«fc5fc. iDcwtfPDC, ft^m^n^iii 

V«, £fU->«ftSS* (GFP) ^-^«^^®^VA^rJt?) 

5^ 3, a -p^^SVit HCV*^-f^«>H^-lca*T«MDC* 
iOT^S^WM (Mo DC) CttftAf** 1 . PDCfc»ftAt£V>Efc 

I FN— a t#ffiUT«V^tl5. r*xcH MttWWIfJ «. 

pGtU^m^^^H, GM-CSF, IL-4, LPS, CD40 
L, poly I :C, TNF-a FN-r CpG*U 
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p G*U ifxtf+S'S £ F#MD C £MUT«£ii: ( v^- F*-f 7 
5 VSV^T§MDC©^ttS:i£T$ti:fcCt^0je.^{c:75:ofeo GM-CS 
F, IL-4, TNF-a ^itKl FN-r HVi-fnfe, MmMfl&frZmm 
flSS^-r^^t^T^^S^iiUT-^^V^n^^cD-efe^o LPS& 

poly I : C«, Wm©S1tlt;H?iLTJ:<»e)nTV^ 0 cinscDH 
10 ^(D^-fti'b, CpG*VdT**y?-2Ujr3 L \ : (Dttt>r)\zm^z\£tfX% 

V>T, I FN— a £ U A* tf U > irffi^^- toitTffl V> 5 El £ **T £ 5 . 
*58W*&ttS6t, MD C±© l/^^^t F^-f S V« ; 

15 x\zttVTmmtz'&m&&rzLT^zz\£*wzfr\zLrzo mmmi 2\z^n 

Z>£5\Z, J/a-F^^VS V-E 1 E 2©MDCMDgAtt, 7>t>l:J: 

zttffi^tczfttc. nsz^y&Gmni «, MDc±©v^f> 
20 ^m^tm^hx, hcv£mdc±<du z tomKftmzmm 
tzmx&n\m\zwii£zntz^tf, mx\z, ^yj-^mm, 73-7, 

mn*u^t>^xm^xh&^ 2*>\z, ±.m<Dv^^>^mn\x 
m.Wr^ko^mz^x, i fn— a *fc«yntru ytm^t>^xm n 

25 £^T#3o 

^^(DE^Ii^^rai-^fc^t^, IL-15, SXD-fH^^ 
«iaifWSfc(Jl/^f>^^S, S^&MKJSCTI FN- a 
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igHtl«»*0. 1-9 9. 9g*%ESfS. fr*. *»WT?fflVi*Stt*»«« 
5 IL-15, 5XD-f HJRWttWBU^JWftH^, iifcfcV' 

#«Pfi#fflfcfc. IL-15, SXO^fF^WilSISiiSf, £fc« 

t^^t^Tt^c $>%wt, \mmmmwommxmmv, mmzmm 

25 ff*UVi»4©^fttt. IL-15, $in^KMW«ii?. 

£6>fc, #fgE©EHffll£*tt, INF- a t©m^t)i§:S#^*^Tffl 
V>a©K:#fc*rJB*e**. INF-at»^t*^TH, INF 
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-at, IL-15, 5in^ HSttKiniB^mHT, ^fcfcl/^^tS 

10 &fci3#ai kg&fcD, 0 0 lmg^e. 10 0 OmgOll, $?£L< 

TOO. 0 lmgtf^l QmgommtteZ&S, 1 B fc 1 m^MK^TS 

*^BJ©ll^«^fc, INF-at, INF-a tom^fctf-a-fr-frte 
IL-15, 5in-f Flf^lWItlf, 1sLtz\$V23-ym 

s 1 ffj 

mm 1-6 ^^viT«OT©w^ctTOfe^fflVifco 

25 fee f^T©HCV«jt#te, ifaTOHCVta#:^J;^HCV-RNA©M^ 
ri^fco ^»fdifii?f77->75y h7>77i7- if (ALT) 
MLfro ^M*fe«»^ALT±#^Lfell^ (n = 10) &CH-1 
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mtimis, 2^£U3E*ftALT*«r»»fc*Ufc*liO** (n=10) ttC 

h- 2 tfemvtzo mmtzfsy>f-j j^xsmmcvmmmmommmmsbL 

*^6#«S*DC*4rtbfc. PCS, 7^ A< 
RK:J:9¥lBlb;fcPBMC£/V-3-JP (S i gma Aldrich, St 

5 Loui s, MO) 0 3H©«*$Jffi (1. 0 7 6, 1. 0 5 9, fc«ktfl. 0 
4 5g/mL) T»*WtHibfc. *«K»»Snfc¥3»ft^«*+«H»* 2 47 
XJWigMC 5 . 0x1 0W7XJHD^TJtabfco 4 >*jx^ 
-Mfct, «tt^l*U 10%PCS, lOU/mL0 

^-->U>/7. hl/7°bV^v>, 2mmol/L0L-W5>^, G 

10 M-CSF (lOOOU/mL, +U>H-JW , *5«fctfIL-4 (5 0 0U/ 
mL : S t r a t hma im Biotech. , Hannover, Germ 
any) mfthftTJ Xn-7&&-<-#)Vm (Gibco-BRL Li 
fe Technologies, Inc. , Gaithersberg, M 
D) DC©5W»fcttOT©ttSI*fflVifc: I FN a , 

15 IFN/3 (MV) , IL-15, IL-12, IL-18^TNFa (R& 
D Systems, Mineapol is, MN) „ 

(B) DC^tt^MI CA/BBS07n-1Kb*bU#*r 
DC (5x1 0 5 ) £, #EMI CA/B^EV^P-^Mlft (6D4) 

(Science 279: 1737, 1998) fc£%>fc4'CC3 0^>^-H/ft. & 

20 C«£&&b, FITC 

-WM^tiTs^^-l gG (BD-Pha rmi ngen, San Diego, 
CA) £x«#<i:bT4 < CT3 O^IH-f >^ra^- bbfc. 2 ®ife 

Wh, 2 %n7*JVA7;VT t F«@^bfc 0 ifittFACScan*>XT 
A (BD-Pha rmi ngen) £JSV>T7P-iM b* b VT##rb, CE 

25 LLQuest (iS*) V7 b^X7*fflViTT-^«T*ff ofc. 

(C) RT-PCRfc«k*DCT®mRNA3SS©#$f 

ISOGEN (Xy#>^-» SfflWCgRNA (ljig) £»HJb, 8 Op 
mo l©^>^A7°^-r^- (SfiJfi) ^lOmmo l/LO^ft*^ 
7 W^KHU>&£in;L, 9 5tT5»>+a^-hb, *±T?&?&b&. 
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^i$5 0mmol/L©Tr is-HCl, 7 5mmo 1 /LCDKC 1 , 1 
Ommo 1/L©DTT, 3mmo l/L©MgCl 1 0 OUCDtD- 

-*X3ajfc*!^^ZU;t-^h5>X^U^— t? (G i b c o-BRL) 
tMSV, 3 7"C*C5 0$HW<>*3/S-hLfc. 
5 7 O'CTl 5^TO^TSJltfc e kDS^^^±$^. SSnfccDNA*. 
1 0 pmo 1 0^±>^^XS7>^t>7,^y^T- t 1 Ommo 1 /L<Z)T 
ris-HCl, 5 Ommo 1 /L0KC 1 , 1. 5mmo 1 /LOMg C 1 „ 
#2. 5mmo WHH'J>i6, &£^2. 5UOTa 

10 £tT©^-f*7-*ffiVifc :MI Ciz>X : 5' -AC AC C C AG C AGT 
GGGGGGAT — 3 ' (IB#l#-ffl) ; M I CA7>f"b>X : 5 ' — GCA 
GGGAATTGAAT CCCAGCT— 3' (gB2Wf2) ;MICB7> 
^-t>X:5' — AGCAGTCGTGAGTTTGCCCAC — 3' (SB?!l# 
■^3) ; IL-15-ti>X: 5' — T AAAAC AGAAGCC AACTG — 

15 3' (@B»^4) ; I L- 1 5 7>ft>7> : 5' -CAAGAAGTGTT 
GATGAAC AT — 3 ' (E8l#*t5) ; I L - 1 5 R a -fe>7. : 5 ' -G 
TCAAGAGCTACAGCTTGTAC-3' (ge*W§6) ; IL-15 
Ra7>ft>X: 5' — GGTGAGCTTTCTCCTGGAG — 3 ' 
(SH^J#^7) 

20 Mm-JuhnMt&TVt&y-C&Z (MI C : 3 9 

6 0m I L- 1 5 : 3 01M 9 9"C, 6 0#f|, IL-15Ra:3 
5W7)\>, 9 9C, 6 0W , 7--U>^I@ (MIC: 5 6*0, 

6 0mm, IL-15 : 60t, 3 OM I L-l 5Ra : 5 5t, 3 0# 
M) ^iWfi (MIC:90m 7 2C, I L- 1 5&«fctf I L- 1 5 R 

25 a : 6 Og>K, 7 2C) . 

fflilt, G3 PDHII#IM^7'f?- : t>X : 5 ' -GCCACC 
CAGAAGACTGTGGATGGC— 3 ' (E?9##8) :fe£tf7>^-fe> 
*:5' — C ATGTAGGC C ATGAGGT C C AC CAC — 3 ' (@B?U# 
#9) S^Vifc. 
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(d) Mftmm 

pfiKO. 0 1T&£<h#, mni)^MT*&Z>t%Xtz 0 

5 

^i^ALT^S^WI-^^^fe^U^V^HCV^Mfc* 
STTSDCKlMvC, S^CDIH' h;M>fcl<i:DMI C A/B^tP$$n£fr§ 
^£f^fc. (N-DC) £fc&HCV«-« (HCV-DC) 

10 i^©WftlDC«U i§«^6BfcIFNa (lOOOU/mL) , I 
FN0 (lOOOU/mL) , TNF a (lOng/mL) , IL-12 (10 
ng/mL) , IL-1 5 (5 0ng/mL) , IL-1 8 (2 0ng/ 

raL) T'2 4ra«tfCo 7n-W hU fciDM I CA/B^S 

15 lEHtftF^- fr6tf>DC (N-DC) tt, I FN a I FN/3 fcfc&L- 

TMI CA/BSSSSL-fctf, HCV«S^e»©DC (HCV-DC) 
tno^feMICA/BOTb^ofc. IL-15S, N-DCfc£tfH 
CV-DCfc*5UT, ESjWIMI CA/B £ftfc2f 
U TNF a, IL-12, £&KU L- 1 8 ttM I C A/B3eS£»*bfc:ft 

20 o/to 

»j»ffll-2. MICA/B mRNA0RT-PCRM 

ML-T^&^DC, IL-15 (50ng/mL) TfjHftL-fcD C& «ktf I 
FN a (lOOOU/mL) T5W»bfcDC^e>"tn-€ f n»RNA*JMIL, R 
25 T-PCRfc£9MI CAmRNA^MI CBmRNA055SS^*fbfct 

gffijflHl-3. ALTg«®:fr&fc«fc3MI CA/B%%tPffii 



WO 2005/023289 PCT/JP2004/013283 

16 

mmuvi— (n=i5) (hv) , gftteAL T*7F;?m&Hc vmmmm 

(n=10) (CH-1), *«ktfl#*|«)feiE#ALTV^;i/&WTS«ttHC 
vmmm% (n=10) (CH-2) 0K0MI CA/B^£Jt$£Lfco IF 
Na SfcttI L- 1 5T$l$bfcDC©MI CA/B^I§7D- *M M h 

7K¥A-« : TO£, *«p<0. 0 1*gf. H 

CV-DCtt, IFNaT»bfctt, ALTSt©ttIl:^)b^fMI 
CA/B^^IL^ofc. Z<DCt\Z, HCV-DCfcfeViTI FNa 
ttl FNjS CA/B8SI#jlSnfcV>C:£te, 

&86flil2. I L - 1 5TlibfcDCia^NKlllSMoii 

«tt»«i7yfe-r*J:^i fnt mmry^zm^T, dckj^nkhb 

15 «Kt-0PBMC^^NK»§llL, NKiCU|(DinRtt^^7 
)VT~MWiV, ^tignn-f HTSKbfc (S t emCe 1 1 Technol 
ogies (Vancouver, BC, Canada) ) , MM<D9 0 
SCD56 + CD3-iJWTOoL MbfcNK«£, 2 4^x;Hg« 
IE (5. OxlO'i/^IJW T, 10%FCS^10U/mLC0^> 

20 'J>/Xh^h-7<y>^lf;RPMI 1 6 4 OJgifitf T#£b&. £& 
(N-DC) *fcttHCVtf5WB# (HCV-DC) ^£>©DC£, IF 
Na (lOOOU/mL) $fettIL-15 (5 0ng/mL) T 2 4 ftfflfflB. 
U 1. OxlO^/mLOlg^XjHlM, NKllttfell2 4|| 

25 «lfi»#7yfe-rttKT0«k"5K:bTffofc. 51 CrTrabfc»« (K 
5 6 2) ^NK/DC^t (h7>X^IJl/yXfAT', SfcttttbT) , * 
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%mm= wmnmm-mmtti) xioo/ (m*m-m®m) 

pJCDC«h^: ! bt2 4«lbfcNK»^, 1 Ong/mKDPMA^ 
1 /imo l/L0-ft/^y> (Sigma A 1 d r i c h) tth\Z^(> 

1/il/mLOGolgiPlug (liiSi) (BD 
-Phanmngen) <Z)#ftTT 3 7 t CT*4I»f >*^~ h L-fc«, NK 

Cy tof ix/Cy toperm (IliSI) WffiWL (BD-Pharmin 
gen) T?llT15Mlib, &\ZF I TCra-Jri I FN r ^ * n- 
^ffifc 0^*1 gGl) Tlfe&Lfc. ^febfcW^^O-^ MHJT 
ftmislto 7U-*M M hUfc*^**±*IR©*ttI FN r £§£K1~5C 
D 5 6 #yr^ :/*Hlfi*w"f. 

I L-l 5JW«N-DCfctt>fc*«HIUfcNK«te f fc&tf I FN at *0 
«DCfc£%>fc#^l/fcNKilJfttt, P«Hi&©g£TK5 6 2»W^il 
Wte^l:lFNrI4»tT^ t UttfctfU I L-l 
jSUfcHCV-DC«NK*Bllfi*SttflSbfe3ftJ, I FNaT»Lfe«^i 

JfclfcCDfcfcfc, frfcfc^itibfcNKifflM, 50ng/mL©IL-15ti 
fe(:2 4«*t, W5 6 2«ft*0HStt*J;tXl FN r i4S7yt 
>f Lfc££3, I L-l 5*nS#ttNK»Jfi*Stt^-r*ilt* J Tt^ofc 

(05) c bf*T, IL-15*»NK«lftlC*»W»**R«1"0*Ptt*^ 

irfcfclMiUfcNKMttilL-l 5 (5 0ng/mL) TW*UfcN 

^jMUR+TitttaaMrr* z t it ( h y yxv&vmm .24 riots 



WO 2005/023289 PCT/JP2004/013283 

18 

J]<DMta&7F2f3;fr'ot£o Z<DZ.t\% I L-l 5T*Jj»SnfcN-DCfcJ;S 
6) „ 

5 NKnMm&iMZ&tfZMl CA/B-NKG2D*B5{tJl@lig^ 

I L - 1 5T'iI^nfcDCT^I$ni)MICA/B^NK»ift(:i 

NK«^, N-DC£fc&L-l StlttfcN-DCttfefc, JtlM I C 
A/B^/£n-^;i4a#: (6D4) , ^NKG 2 £ O-^fcift: (ID 
10 11) (Science 285: 727, 1999; Proc. Natl. Acad. Sci. USA, 96: 6879, 

1999) tfcteftMI gGO#tTt?2 4mm&%mb, NKttCttW 

taM I CA/B^/^D-i-;i/Jn:#:©#ffiT-ei L-l 5TlIUcN-DC 
£&ig«LfcNKM;i, *ffl«^^©iiin^$^^-Drc (0 7) . 
15 I L - 1 5l?|iJilfeDCl:ck§NK» I FNr IMJDli, NK/D 
C&^*<ZW£in;M I CA/Bt;^ u-i-)Vm^tz\mNKG 2 D*:/ £ o 
-^-;Pfct#?:JPAfet^{C«^H75:<75:o^ (0 8) 8 N-DC©^DCH 

ig3l&, I L-l 5TM$nfcDC(Cl^^NK«©^tt>(b«, MICA/B 
20 -NKG2DffiS^ffifCfe#-r^^i^-To 

N-DC^HCV-DCS, I FN a ( 1 0 0 0 U/mL) T'2 ^Wftf 
25 mhtc (#^lC-3^n = 5) „ &ig«±tf*© I L - 1 5, I L-l 2p 7 0, 
TNFa^IL-l)3 £, #HfttfB/ ^ D-^tt#©#*«ktfifilftAlJ- 
-f VVT, HffiU->H-f y^EL I SAfc«tt)aj^Lfc (IF 

N«/j3, IL-12p70, TNF a, *5«ktfIL-10, Endogen, 
Wobum, MA; IL-15, BD-Pharmingen) „ £n£>£>EL 
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I SA^©3^ffl©iSlfWffittOT<Di:fe0T?feS : IL-1 5, 3. 7pg/m 
L ; I FNa/j3, 1 7. 5 p g/mL ; I L-l 2p7 0, TNFa 
IL-1 18, 8. 8pg/mLo 
I FN a », N-DCKlfcVvrW&jWC IL-1 5©**S«»Lfc««, H 
5 CV-DCfcfcwrttlL-l 5©*4ft»*1"*^i:*«T*«i:^'3te. IL- 
12, TNFa, IL-6^IL-li3 0l4tt, N-DCiHCV-D 

ct©iarr&^£ffi£Lfc>&>ofc (09) . rt-pcrk^d i l-i 5m 

Cft N-DCTttIFNa ©M^ctD IL-1 5©g£#» 

10 mznztf, Hcv-DC-ettuiwsnfeVint^l - . 

tttWB. I FN a -gigiitfcD C0M I C A/Blit^^t- h^U > 
I L - 1 5 ©M# 

IL-15S. IL-15CDfc*©»ft»aj|(IL-15Ra) , IL- 

j: t o , ^©£%«ffr3 sjarr s - e>nx 

I FNaAikhDCCW IL-1 5 R a ©fSSfcWfi&l"**^*** 
P^fe&H, ¥J£*«RT-PCRKJ:0 IL-1 5 Re* ©mRNA^SS 
W^fc. IL-1 5RamRNA«I FN a T«LftV>D CT^f§3i£ftT 

20 I FNatiTOtN-DCiDilfHCV-DCC^ftll^W 

t>, IL-15RamRNA#7*^Kal^-h3nfc 
. Z.0Ztfr<b, HCV-DCfc*^"Cli, I FNa \Zfe®lT2> I L-l 5© 
3S£fc«*R&#fc*#, I L- 1 5 R a 0$8att«T»&V>£i:fc«1". 
N-DC£, ftIL-15ta# (30*ig/mL) I L- 1 5 R a 

25 (30/i g/mL) ©#££fcte##£TT', 1 0 0 0 U/m 1 © I F 

Na tt^lC2 4Wiim 7n- tMMHJC.kDMICA/Bfg 
g§«V>T##rLfc 0 tt**H 1 0 icwf. 0*, *fc*h£f?A*®ft*ttM 
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I FN a T»lfeN-DC^^MI CA/B©W, VsTtlOttftK: 

n.n dc\z^x, i FNa iz&vmmznzMi ca/bh 

mz\$, t-h^U>IL-l 5fcJ;«9^^n^> I L-l 5 R a <Dfe&4ktf 
5 i&mr&S;ii£^1\ -r^t»-fe, HCV-DC*tlFNa MUTMIC 
A/BZmttZZ.ttf'Zt'f, bfc^-9TNK«^«ttftb^V^cl^^, I 

L-i 5<DM£.v>x ! fatfMmT*$>z>tm^t>n2>o 

10 Na/j3 

I L-l 5T«$nfcDCtfe^MI CA/B©iM-h^'J>I F 
Na//3 «4bT^§^^^l^;, 

N-DC& e fctfHCV-DC£, 5 Ong/ml <Ol L- 1 5t£fct£, ia- 
I FN a 

15 /jSR^fttfift (3 0 m g/mL) 0#ft£fcte#fq¥ftTT 2 4135^*1^ 
(&f*K:o£n=5) o €-J£*±?jf I FNa FN jS £EL I SA 

iz^m^tco m^zm 1 1 \z^t B 

N-DC^^tKHCV-DC^Vi-rtl^, I L-l 5T*»rr&£I FNa 
(DMWM4it£fttz a iiU FNa/|3Rfct#:0#£ET 

20 "CD C £ I L - 1 5 t|Jlt§ <h, I FN a (DMQi&^&HZfflMZrLZtf, 
I FNj8 <2g£WfM3tt&^ofc (011) o DCS: I L-l 

5-e»1"?><i:I FN/3 #g£$n, FNa/j3RMiST'I FN 

a fim£.znz>zt%7Fm?z>o 

WiZ, N-DC£<fcl£HCV-DC£, ftl F N a/ j3R (30/ig 
25 /mL) te^ftTT, 5 0 n g/m 1 © I L - 1 5 T 2 4 M$!l& 

-f hUfCckOM I CA/B^mz-D^Tftffilsfr. &%:*m 1 2 {C^fo 0 
f, ^t^h^A^im*, MI CA/Bfg^0TO:£ft^£S-f o DC 
\Z&tt% I L-l 5!PlttMI CA/B^IS, Si FNa/|3R7^>^ 
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*©#«TT3ltefc8tt3ttfc. W«©»*». RT-PCRfcJ:*MICA/ 

ZLOZLtfrb, DCt*«IL-l 5«gLfcMI CA/B©36«K:»* 
-h^)J>IFNa/)3 «gT*& 0 , ^tl«H C VSIfeS#^*ViT t>«# 
SnxWCttiW. HCV-DCfeIL-15T*«rr«tM 
ICA/B*5fi5iU5»tV^*iS«l©«l*fcHRr*. Tfcfcfc. IL-1 
5&DC£?gft<fbbTI FNa/3 :WICA/BHW 

£18017 - 1 2 fc^HTKi, OT©ttH*ffl^fc : mm^t h I L-4^«t^ 
GM-CSFBPeproTech (London, UK) MX-fc^ 
i§CD40U#>r I (CD 4 0 L) , hMNF-a I L — 3 &R&D 

Systems (Minneapol i s, MN) *g, LPS, poly I : 
C, v>i->&&Tf%79 b-XteS i gma (St. Louis, MO) 
fflMtMFN-r ft, Strathman Biotech GmbH 
(Hamburg, Germany) 3^6. k HJ >/t£**I FN- a ttS 
umitomo Pharmaceuticals (Osaka, Japan) 
*^^;WbCpG*U=f7 s **'>^^V^H < ODN) 2 00 6«S 
igma Genosys (Hokkaido, Japan)^5», ftl^nX 
#L-fc. *fc, WFITC- PE-, PerCP-*fcUPC5-3^ 
a^-bfttrit ht;^n-t»*ffl^fc : L ineage (Lin) (C 
D3, CD14, CD16, CD19, CD20, CD56) (B e c t o n 
Dickinson) , CD la (NA 1 / 3 4 ; DAKO, Glostrup, 
Denmark) , CD1 lc (KB 9 0 ; DAKO) , CD 14 (M5E2 ; 
Becton D i c k i n s o n) , CD 4 0 (5 C 3 ; BD Pharmi 
ngen, San D i e g o, C A) , CD 8 0 (L 3 0 7 . 4 ; BD Ph 
arming en) , CD 8 3 (HB15a; Immunotech, Mars 
e i 1 1 e, France), CD 8 6 (IT 2. 2 ; B7.0/B7-2, B 
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D Pharmingen) , CDwl23 (7G3 ; IL-3Vt^-a 
m, BD Phaimingen) , CD2 0 6 y J -TsVtt 5> - , 3. 
29B1, 10; Imunotech) , CD 207 (5>5?iU>, DCGM 
4; Imunotech) , DC-SI GN (120507; R&D Sy s t 
5 ems) *«kt*HLA-DR (L 2 4 3 ; Be c t on Dickinson). 

•mtami. Hcv«M©^£ifc4'©MDc. PDc^«fcTOc8jrKtBiag)& 

©%■]% 

10 HCVtt-»*«kr^HCV-RNA©W^BM!feTr»D, ffc©^M;K*^& 09* 
tf, BfflJFF^'f;^ (HBV) feJiimi VtOViTttttttTf»*2:i:*ffltSS 

15 ^J:^«lftlft3lE*fc»CAT^^r-V'>^«f©a*'&to*K:«kD, 

^IFFIWiaF^V^tSfltBbfc. *tHB£LT, HCV, HBV£J;OTIV 

l-2^J!i:W0iW$!!ibfc. IffttMBttllft*©/**- 

20 7>77i7- tf (ALT) l^;i^nS«LWSJ&§tt, ifitt*t>J7 (A 

ttff^ (ch) it)iiu&. ^ne>(DS#©{sjA^t^^T«, ffrawyft*^ 

25 ttfcrt^fc. nns©»ji«, CHM£i|Wlfc**J!B<£^U CHSItt, TO 

^eiiWttfcfi^T^c, jfe«©/h**5E*^rr*«k DKVig«©^s* 

L-fc. HCV-RNA©»i, MDNA^n-^77t-f (ChronHCV 
-RNA, Emeryville, CA) fcj; DTyt'f Ufc. HCVjfiLtfM^ 
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*1 





MSK^— (NV) 


^Ptfr^JT (ASC) 




N 


23 


14 


43 


1£(M/F) 


20/3 


6/8 


27/16 




45±10 


46±10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA £-f£— *** 




3. 5(0-35) 


5. 7(0-37) 


HCVltoit^ 
(1/2/*#SD 




5/ 


27/2/ 



ALT, 7^->"75yS7>X7i^— -tf 
** p<0.01 vs.ASC 

*** ^filOTJIiS^^A^g/mKMeq/mD^-r 

5 S^fc ZXfmm Pi— 3^6 1 0 - 1 2m 1 O^'J >ttili^#fc. P B 
MCtt, Ficol 1 -Hy p a q u e ^ -r>a >±©»iB»it i 0 
(PBMC) £©JRLfco £#fcPBMC£fHfcU »«£*rL 
frTlfe£L-fc 0 ttDCH, y^--9~?—ft- (Lin) (CD 3, CD 14, 
CD16, CD20, £<£tfCD56) »j;^HLA-DR«tlTS 

io rnvtco iitie(Dtt©^-h«tm MDCfe^PDcaaetcD 

1 1 cfiitfCDl 2 3»a©/^->k:«tDS«bfc. MDCttLin', H 
L A — D R + , CDllc + , CD1 2 S^HttTTftO, PDCttLin", HLA 
— DR\ CD1 1 c-£cfctfCDl 2 3 hiA mMT'&% B MDC*itfPDCtt, 

*a©jfijiii««iififc**u, «v»r*n*niHMU5«ktf u ^imkdcwwb 

5. CD3 4MIKWi, Lin', HLA-DR*. CD1 2 3^itfCD3 4 
*SB]fi£L-Tj£«L&. PDCO«MWKIBfil*J:^aSIBI»B«ltttt. *tt£tt 
Lin', CD3 4 + , CD12 3 + , CD 4 5 RA", L i n", CD3 4\ 
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CD1 2 3**«krXCD4 5RA + ^LT^«Ufc. FACS»cfc?)^n 

«HB»^«f©fc«>K:, BDCA-l*J:tfBDCA-4iHl^h (Milt 
5 eny iBiotec, Bergisch, Germany) fc«fcQ, ab^g^ 
©«£jjP;LT (19) , 
(*B^+^JfaSrfc>*--) ^e^ltfc. Lin«CD3, 
CD14, CD16, CD20, CD 5 6*5«J;tf^U 3*1) > (Stem Ce 
11 Technoloies, Vancouver, Canada) 
10 ^fM#T?lg«|t:ia$M, FACS Vantage SE (Bee 
ton Dickinson I mmu n o c y t ome t r y System 
s, San Jose, CA) TMDC£J;tfPDC£gy*k:7-hDfc. 

IS**H1 3te*T. ^77^, «»tt*&ffi&«-f. CH»t*»t«DC* 
«kZ^PDC©tt»ttiE#^7>"rW , 7 (NV) KW*il8R<k!3<KJ&>ofca*, A 

15 scmiz&tfzu&mtfamLfcfr^rco ch^mdcs, Asc&itfNVK: 

:J3tt3«fcD^&l/>fSlRjK:&ofc. DCU^-fey b©^>^HCV«H#^^ 
^^PBMCOM^^HT^Wfg'lt^W-r^fe^t, ^©PBMC, CD 

IHbT, ]foi£D C © W>&V* £ £ ¥l:PBMC»fe*m<, 

20 CHa#fc*ViTDC3&JSKWC«^l^TVi*fcJe>T?*S. 

DC^ty h©iMflJ]&©f8:£##rLfco B 1 omS» (J. Exp. Med. 
192:1785-1796, 2000) fc«fcDffi£3ttW5££Sfcbfo&«-3T, PBMC4" 
T, CD 3 4tuMlS (L i n", HL A — DR + , CD 1 2 3\ CD 3 4 + ) , 
miilll (Lin", CD123*, CD34\ CD 4 5 RA") S&Xf&M 

25 mmmm (Lin", CD 12 3*, CD3 4\ CD4 5RA') SBBULfc. C 

0 W*tete*>o A S cm\Z& tt%> *> ©tt H ^— © %> © fcftfc 6> o fc e 

rneotsstt. ®ttcMff^a#t^viTjk^D c^j;^©Bi[MWMii> 
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mmu#7>Tj7<D&m!f!Lfrt>rtyjzi-h*^mv, ficoi i-Hy 

paque ®m%)mM>t>ftM t «fc D A* 7 n - h # 6 P B M C £ 0JR L fc. 
5 B«, MDC*J:tfPDCtt, -en^n, CD14-V-T^oH-X, CD1 

BDCA-lSfcliBDCA-4 DCW^h (Mi 
ltenyi Biotec, Bergi sh-Gl adbach, Germa 
ny) ^tftKMLfco CD 4, CD 8 TlBfi:6«fctfNKiM&H;, 

PBMC^6, ^n^n^JsS1-SS tem-Se p*<y h (Stem Cell 
10 Technologies Inc, Vancouver, BC) Zm^TftM 

Ltc. cd 3 4+msmmwmmt, cD3 4-^^nk*-x (mi i ten 

yi) MWlf«»WllW:. 

DC±©SI^MPiFACS Caliber (Becton Die 
kins on, San Jose, CA) &m ^-57 P— th-1* M h >J 0# 
15 DTbfc ^£©fc#>fcte, 2%BSA£ e ktfO. l%7vfc^HJ^£ 

£#tf PBS q>T*ftmm$ifc£tcft7^ VZ-f yjaft <h .h H 4 <CT 3 0 $rRB# 
#bfCo MCDH, Lin", HLA-DR*, CDllc\ CD 1 2 3 lOT -e&D, 
PDCH, Lin", HL A — DR + , CDllc 4 , CD12 3 M T^0, Ztl 
t><Dnmz&tfZ>CT>4 0, CD 8 O&itfCDS 3©^«iS^^>fe 0 T^T 

20 <j)wmhtmm<Dmmx sox&vuhfr-otco 

m&htcMM&tz.mAT)C\% 10%OFCS, 50 lU/ml0^i/'J> ( 
5 0/ig/ml©XM/yhY'fi/> ) 2mMOL-W5>, 1 0mM£>H 
e p e s lii^ iO! 1 0 /iMffl#^i7> ; t^i^U CM) , 

5 0ng/ml(DGM-CSFm, 1 0 n g/m 1 O I L - 4 £^tr^£fc 
25 tt^^IMDM (GIBCO Laboratories, Grand I 
s land, NY) *T4 - 7 BTO»L-fc„ PDCIt CM*T5 0ng/m 
1 © I L - 3 ©#£TT 4 B TO* bfeo 

fgj?S0!l9. ^rL-H^-r^VSV^m^^AOM 
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VSV«, $£^6® (G) Ifif^G F btSH-^-ieftlt 

5 E l*5J:^E2aeK^T^ (VSV-E1E2) (J. Exp. Med. ; 197 (1) : 
121-127, 2003) o 
[0 0 6 9] 

*M SW2 8 □— (Bee kma n Coulter Inc., 

Fu 1 lerton, CA) T', 2 0% (v/w) -6 0% (v/w) (D^mm 
10 65y a «^JiE-e 2 5, 0 0 0 r p mT* 4 tt* 2 ^^#1^3 Z. t \Z £ 0 ffiS 
U -8 0*CT«#bfc 

o 

^7^;i/Z1^>7 p ;l'4'©RNA©ntr-^?r^T^fcfefc«, , TaqMan 
EZ RT-PCR+y h(PE Applied Biosys terns, F 

15 os terCi ty, CA) va-W^VSV RNAC323 

-bpir^>h£^rf& 7*7-^7^^- (5' - cattattat 
cattaaaaggctc-3' (SH»^1 0) ) &J;tfU A-X^-T V 
- (5' -gatacaaggtcaaatattccg-3' (BE^J#"t 1 
l) ) , fc«ktf-SS8fcH«Bfc:/p-:7 [5* - (6 -*^*->-7^*V«fe 

20 -i y) -atccagtggaatacccggcagattac- (6 

^>-fb7^fJV-D-y$» -3' (IH»^12) ] fcffl^fc. SB^li 
ttffiSfll (AB I Prism7000, PE Applied Biosys 
terns) K«kD. PCRJIWCDlBKoaStettffl*^ 

25 2pM^So'^T-^>7 P ;i' c F©3t!-iC^^U/co 

v^- F*-f 7°V S V£ P BMC *&»4Hr#Jfe38»6»*bfca* 

M<hLT«, VSV-Giai^lSbfcVSVAG-G^^c. #8ILfc 
S*0««£, 9 6yX;i/i£3i:7 p I/-h*fc:CM4n?5Xl 0 4 M/yX 
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)VnmUhTzo *A\Z, JinK:^a.-H^^-Y;V^T?**VSV-E 1E2 
(1X1 0 ,J RNAnH-/^7X;W , VSVAG (1X1 0 ,! RNA3tf-/ 
VX)V) *fc«VSVAG-G (1 x 1 0"RNA3fc!-/^xjW) ZteUL, 

3 7^16^^^-h^ mmwrnrmmmm (gfp» 
5 zmmv, FAcs^#ffc«kDint©A— fe>-r-^**«)fc. «m 

fe>T— 5?«, JfcOiSfcLT&Ufc : %«= (VS V-E 1 E 2 
£fcteVSVAG-G£^fc££©GFP«©%) - (VSV-AG£ffl 
V>fc£#©G FP»%) 
£©*8S, VSVAG-Gtt, MDC, PDC, «fecktfCD3 4+BM 
10 KMBtafi$Lfc#*VS V-E 1 E 2ttcn&©IWBfc«*Ufca^fc. T&fr 
**Bjlii^6»ffcfcm«IUfcDCtt>'3.-K^-f yvs V-E 1 E 2 fcftLT 

i5 m<p&m 

=y=L- Y9<i ZfVS Vfc^-TSiSSttK&^TD C©#{b£fcte^©I^£ 
f^Sfc&fc:, MD CSfelW^GM- C S F0#ffiTt I L-4tth\Z& 
fcttl L-4&UTig*bfco 4 B 1 fc*SS!S^«fUfct £3, GM-CSF 
££#1 L-4££&KH&ftL&MDC«, GM-CSF©*££«bfcJg8tbfc 
20 fe©tit^UT, CD la, CD8 3:fe«ktfCD8 6©iS^5SS*^"LTV>fc. 
£©££«, I L-4^DCM ; f itt^jSLfc^tSit. MoDCt* 
ViTtt, GM-CSF£ifcfcJ&*Lfcllllli&£, GM-C S F£cfctf I L - 4© 

L-3©#«ETT?©«fl©4 0afc, PDCftO BBtit^LT, CD4 0, C 
25 D8 0, CD8 3£<fcZ>*CD8 6©3BS#*iSa^&. 

cn&ODCt'>a-H^^VSV-E lE2£&8UfcSg&*01 4££ 
tfB 1 5 0** q&T^^©^«GFP + «©A— fe>5r- 5>*3Rf. 

4 B i©MDC*ct^4 B 7 0 @©MoD Ctd&I^TGF P +ffl|JiSj&JB 
t?)t>ntz&, 4 0B©PDCfc*^TttB8e>&n^ofc. VSVAG-G&S 
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fflV>fclM hft'OommiZfrfrtiZ-f, 4B@©MDC, 4 
BiCDPDC, 4B@^J:r;7B@©MoDC!S^ittmJW5tl^ * 
fc, GM-CSFO^tt i fo««bfc4 0@©MDCtC^ViT« ( GFP% 
HS©^ (n = 3, tp&fit&cfctffBH) ttl. 5% (0. 5-2. 2 7%) 

m~ fe>r— i?(DGF~p*nmfimm-zntc2 3. 3% (12. 3-27. 

0%) „ MoDCtt, %m<D&W%ffl\Z TVS VAG — G£cktf V S V 
-ElE2ld^UT, S*©!Sg14£^Lfco 4B@0MoDCa7B@©Mo 
— DCckO J£t£l$ii5VV\ 0 — fe>^- $?© V S V- E 1 E 2 ^TG F P +«^^ 

10 L&„ &±®&*a>e>, »MDC^J;m6*0DCtt, =s^-Y*?-irf 

«0#DCtefe^*HCV-RNASUT;i'^APCRK:J;?)3£*bfc- 
15 ICS, ffi©HCV'feD3>K-^3>A'^^ffitlibTfflVife. 

iSViHCV RNA^-f^- (lX10bH-//il) iaHCVta# 
£"g-££V:> (Bio Clinical Partners, Inc. USA) . 

3 At i/^x;p©g8Mb%9 6^x;^k-h©DCfcm, 3 7t:t2 4ra 

-O^rzL^-hhtZo DC£HJiRU l%FCS^M^UfcIMDM7?3lHl^# 
20 b, ^RNeasy Mini Kit (QIAGEN, Germany) £ 

HCV RNASSSJtTSfcftfctt, TaqMan EZ RT-PCR k 
it (PEApplied Biosystems) £JB^£. HCV RNA 
©5' -#3-7-{>^©16 l-bpW>h^llt§7t7-^ 
25 ^ V— (5' - cgggagagccatagtgg-3' (@B?0#^ 1 

3) ) &&T$Vn-7,Zf7^^- (5' -cgaaaggccttgtggta 

c t-3' mvmm 4) ) , =.&mytmmm7u-7 [5' - (6 

-%)l$3rz/-7)Vtl<"te.-i » -ctgcggaa'ccggtgagtaca 
c- (6-*»'>-rh7^^-n-^5» -3' (EaHHf 1 5) ] 
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&JBV>fc. SB^ttS^B (AB I Pri sm7 0 0 0) £fflV>T, PCRi^S 

. P^cM©5*>, ftfci^HCV RNA*-f*-«, GM-CSFOW 
5 ^*Lfc.4Sl©MDCt*3ViT^ai$nfc (016) . Ztlfc, ->3.-P^-f 
7VSV*JflVvt#&nfclS*£-&Lfc. lft«»oT, 
**JBV>*T-*ft, *JEHCVK:^"r*«Jfi©JSStt&iEU<R!*UTViSC: 

Dc*Hcv«5«s^&i»«-r*«H*^v^-rfc8e)fc, sa»^v^TMD 

C ©J&G&B^TffiSLfc. DC^HC VSSte&> £>&ST3 T»ItH4©&*«l 
RSJIViflfr&fcfc. I FN a, IFNt, CpG ODN 2 0 0 6, CD 4 
OL, poly I : C, TNF a £fc£L P STffiSUfcMBfcffiSbWfc 

15 UttfifctJUT. VSV-ElE20lllfirt-^©«A*li^fc. 

RCBfc, I FN en (lOOU/ml) , I FNr (lOOOU/ml) , IL 
-3 (50ng/ml) £fcteIL-4 (lOng/ml) S^n^lD C £in 
Xtzo CpG ODN 2 0 0 6 (IOjuM) , CD 4 0 L (1/ig/ml) , 
po 1 y I : C (5 0 n g/m 1 ) , TNF a (2 0 /tg/ml) 

20 LPS (10m g/m 1 ) tt, Va- 2 4Nf50t9fcD C \Z 

teUfcigi 7^fo I L-4££tfCpGODN2 0 0 6 £ %m\zmDWT%> 
t, GM-CSF«fT?S*UfcMDCtJt«L/T, VSVAG-GW« 
ttC*»*RSSf t. VSV-E lE2^GFP«OA-k>f-y^ 
25 «fifc*^t5!:^6*l:&o&. I FN— a, polyl : C, L 

P S^Dck^TNF- a «, VSV-ElE2*<fc^VSVAG-G©M^I:o 
^TGFPM©/^t>r-^^^tfc. *SSKHJrfc«kQ, CpG 
ODNIt GM-CSFttt>fc«f*lbfcMDCK:*^SCD8 3^<fct^CD8 
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h-X£VSV-E 1 E2«AOiatFlCt?ViTlit»l/fc. 
G M - C S F t £ % \zmm V tcM D C £ 4 0 i \ZU* OWt&W >± > * It \t% 
?2V-Z£th\Z3 7W1 8 0a>|HK>*3L^-hU ya-HM^VS 
10 V£jgffiLfc. ya-HN^VSVWiCDC$EDTA (5m 

M) •Clilfc. DCtff^M»IJa*T?**HepG2i:Sifc|llrr*fc«>l3, > 
a- H^-f y V S VglCiCH epG2^5/ig/ml CT>t>7jl!lIl&. 

MDC£^>±>TiuMf~3<>:, VSV-E 1 E 2 ^f^GF P + «© 
A— fe^x-^ttfflattfiFWfllSCT^bfc^, VS VA G-G©ftA(cH^# 
15 ftRffS&^ofc (018) c -7>t>0^©J;5^:IfM, IOEHCV& 

satfcMDCfc*v»Tflis$nfc (mi 9) . ^nic^u #7£b-x«v 

S V - E 1 E 2 £fcteV S V AG - G© Wf ftfc feMD C fc&tt^SISfefcSMff £ 
R&Sfcfrofc. EDTAttVSV-ElE2(Di»iT 
ttUfrvtztf, VSVAG-G«tt$^Mlfc t utl6<Dr^K, 
20 T > / - Xffl® # C a 2+ «##Jli5£TD CtVSV-ElE2 t©ffi 

>t>ttVSV-ElE2©iM*L^ofc (02 0) , Z\OZ\h\Z, V 
SV-E 1 E2©ttA££ , 5& J F«. HepG2iMDCtTttI^Ct^ 
KLTfct), ^ e>td, 7>t>MD C±0^ftI«i^S^t^, VSV-E 
25 lE2±05H t t^»U^ViCt*7K-r. 

DCfcfcttSl^^CDBStfVSV-E 1 E 2 fc»fS-t©«StttTfT T 
&*j&>5j6>£W<*fc«>K:, GM- C S F £ t «b fc&*bfcMD C £ GM- C S 
F £ I L - 4 £©3&^£fc>i±Ti#3tLfcMD C \Z~D^T, DC- SIGN, T> 
/-XU-fcT^- (MR) £«fctf7>S?xU>©58S*Jfc«Lfc. DC-SIG 
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N0f8S«, GM-CSF:fc«J;tf I L-4tth\Z%%LftMDC\Z#^X, G 
-El E 2<D&mzffl&m*LT^l3i^Z\t*7F;m'Z>o 

5 

*5g$Hu *ttcailI^0»*K:*»«i*raiSttja» (IL-15, 5ia^f 
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1. I L-l 5, 5in-f Hm^m^»S^»V^^>^%M^ 

2. i L-i 5*^?%mjmimM(DmMffi.i8 l y}o 

3. IL-15£^rTS, m^Cm^omWJZ^X I FN-a 

io 5. sia^mwi^iiif^tn, littcMSf^o^tc^ 

ivtl FN— a fc#fffi-r*fcftOlf*«4IH*0BS*lilri6'». 

6. 5lD-f FIMWiiim CpGt'J^rt^i'W 
H, GM-CSF, IL-4, LPS, CD 4 0 L, polyl : C, TNF — 
a &J:tf I FN-r rt> DStRStlS, »3&B4£fc«5K:|B*®B 

15 H&J$4b. 

8. U2?>mG®n*tt-?%>, *ttCffllFFjfe©^fc*VsTI.FN-a 

10. I L - 1 5, Sxo-f H^Wiffl«Mi[HT^l/^^>^tl» 

11. I L- 1 5, SID'f H^TOMMMitglTO^V^^^^tlM 
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SEQUENCE LISTING 
<110> Intellectual Property Consulting Incorporated 
<120> Composition for Treatment of Chronic Hepatitis C 
<130> P04-145PCT 



<130> P04-118PCT 

<150> JP 2003-315498 
<151> 2003-09-08 

<160> 15 

<170> Patentln version 3.1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 2 

gcagggaatt gaatcccagc t 



21 
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<210> 3 
<211> 21 
<212> DNA 
<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 



<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 

<400> 4 

taaaacagaa gccaactg 18 



<210> 5 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 5 

caagaagtgt tgatgaacat 20 

<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 6 

gtcaagagct acagcttgta c 21 
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<210> 7 
<211> 19 
<212> DNA 
<213> homo sapiens 

<400> 7 

ggtgagcttt ctcctggag 19 



<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 24 

<210> 9 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 9 

catgtaggcc atgaggtcca ccac 24 



<210> 10 

<211> 22 

<212> DNA 

<213> vesicular stomatitis virus 



<400> 10 

cattattatc attaaaaggc tc 



22 
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<210> 11 
<211> 21 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 11 

gatacaaggt caaatattcc g 21 



<210> 12 
<211> 26 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 12 

atccagtgga atacccggca gattac 26 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 

cgggagagcc atagtgg 17 

<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<400> 14 
cgaaaggcct tgtggtact 



19 
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<210> 15 

<211> 21 

<212> DNA 

<213> hepatitis C virus 

<400> 15 

ctgcggaacc ggtgagtaca c 
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